REMARKS 

Claims 1-18 are pending and are rejected. Claim 19 is added. 

Applicant thanks the Examiner for the courtesy of a telephone interview on 
April 25, 2002, discussing the amendments presented herein. 

Applicant respectfully requests reconsideration of the Examiner's rejections 
for the following reasons. 

CLAIM REJECTIONS UNDER 35 U.S.C. S 112 

Claims 1 -18 are rejected under 35 U.S.C. § 1 1 2 2 as indefinite. Applicant 
respectfully disagrees. 

The phrase "an agent consisting essentially of indicates that the composition 
does not include other hormones or other bioactive compounds (instant specification at 
least at page 3, lines 19-21, and page 5, lines 16-19). 

The phrase "a response" indicates an optimum physiological replacement 
dose with a risk of side effects within an acceptable range (instant specification at least at 
page 5, lines 14-16). 

The phrase "daily basis" refers to administration once a day, every day, as 
per a dictionary definition "daily" attached as Exhibit A: "1. Every day; 2. Once a day." 
Webster's II New College Dictionary, 285 (1999). 

Regarding the phrase "at least one serially increased initial dose of said 
agent," applicant asserts that the method consists of replenishing human growth hormone 
in adults in an individualized manner. The specification discloses that an initial dose is 
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followed by at least one serially increased dose, determined by physical response as well 
as attainment of desired levels of IGF-1 (instant specification, at least at page 6, lines 6-8). 

Regarding the phrases "said maintenance dose is administered monthly" or 
"said optimal dose is administered monthly," applicant asserts that these indicate that the 
maintenance dose could be administered on a monthly, as opposed to a daily, basis. This 
is described at least at page 7, lines 1-9. 

Regarding the term "about", applicant respectfully asserts that it is not 
indefinite, in view of applicant's disclosure that the proper initial dosage for an individual 
is determined based on that individual's IGF-1 levels. The proper maintenance dosage for 
an individual is determined based on that individual's response to a previous dosage, as 
well as his/her IGF-1 levels, with a typical initial dosage of 2 ug/kg/day for a male and 
4 ug/kg/day for a female, and a typical maintenance dosage in the range of 
10-14 ug/kg/day for a male and 14-20 ug/kg/day for a female. Since gender also provides 
a means of determining the dose, applicant respectfully asserts the claimed doses are not 
indefinite. 

Applicant has amended claims 11 and 12-17 to provide antecedent bases, 

as required. 

Applicant thus believes the amended claims and above explanations fully 
overcome the rejections under 35 U.S.C. § 1 12. 

CLAIM REJECTIONS UNDER 35 U.S.C. § 102 

Claims 1-18 are rejected under 35 U.S.C. § 102(b) as anticipated by Chein. 
Applicant respectfully disagrees. 
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Applicant's method of replenishing hGH comprises administering an agent 
consisting essentially of hGH , and excluding other hormones or other bioactive 
compounds. In contrast, Chein replenishes hGH as well as at least two other hormones 
that are below physiological levels. Thus, the agent administered in Chein's method 
consists of hGH and at least two other hormones. 

Applicant's method of replenishing human growth hormone (hGH) is an 
individualized process. The maintenance dose of hGH is determined by evaluating the 
individual's response to serially increased doses of hGH every two to four weeks. If there 
is no response and IGF-1 levels are not optimal, the individual will receive a dose of hGH 
increased by an amount equal to the initial dosage, that is, serially increased. 

In contrast, Chein teaches a method whereby each adult is monitored every 
thirty days for the sole purpose of determining whether the IGF-1 levels have reached a 
pre-determined amount. If they have not, the hGH dosage is increased by an uncertain 
amount until such pre-determined level is attained. Thus, Chein's method is neither 
individualized, nor are the dosages serially increased. 

Applicant's method, once a desired maintenance dose is determined, allows 
the administration of hGH either on a daily or a monthly basis. In contrast, Chein's method 
requires the administration of the maintenance dose two times a day. Regarding the 
Examiner's suggestion that the term "once daily" be added to point out the difference, 
applicant respectfully asserts that the phrase "daily basis" is definite, as previously 
analyzed. 

Attached hereto is a marked-up version of the changes made to the 
application by the current amendment. 
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CONCLUSION 

Applicant has submitted all fees believed to be necessary herewith. Should 
any additional fees or surcharges be deemed necessary, the Examiner has authorization 
to charge fees or credit any overpayment to Deposit Account No. 23-3000. 

The Examiner is invited to contact the undersigned attorney if there are any 
questions or issues. 

Respectfully submitted, 

WOOD, HERRON & EVANS L.L.P. 




Reg. No. 41,961 

2700 Carew Tower 
Cincinnati, OH 45202 
513-241-2324 
513-421-7269 (facsimile) 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 



IN THE SPECIFICATION 

Paragraph beginning at page 4, line 13 has been amended as follows: 
A method is disclosed to replenish the age-related decline in human 
growth hormone (hGH) in adults by administering an individualized dosing regime of 
hGH in the absence of any other bioactive compounds. In the method, the individual 
initially receives incrementally increasing doses of hGH (inductive dose), while 
undergoing physiological and sociological assessment to determine the effect of hGH. 
Base[s]d on these outcomes, a maintenance dose to achieve the desired hGH 
replenishment for the individual is then determined. Thereafter, the individual receives 
this maintenance dose of hGH, either on a daily or monthly basis, depending upon his 
or her preference. Outcomes of this method of individualized hGH therapy include 
increased bone density, muscle and lean body mass, decreased fat body mass, 
improvement in serum lipid levels, for example, the ratio of "good" and "bad" 
cholesterol, improvement in skin tone and elasticity, improved cerebral function, 
improved sexual function, and an improved general sense of well being. 

The Abstract has been amended as follows: 

ABSTRACT 

METHOD OF OPTIMIZING GROWTH HORMONE REPLACEMENT 

A method to replenish human growth hormone (hGH) in a human adult. 
[A] An initial daily dose of hGH is administered for three to four weeks, then an 
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individualized maintenance dose is determined by determining the individual's response 
to serially increased doses of the initial dose. The maintenance dose is then 
administered, usually in a microsphere formulation so that monthly dosing is possible. 
The method is useful to alleviate some of the effects of aging in mature adults. 

IN THE CLAIMS 

Claims 11, 12, and 17 have been amended as follows: 

1 1 . (AMENDED) The method of claim 10 wherein said [optimal] dose producing said 
optimal response is administered monthly. 

12. (AMENDED) The method of claim 10 wherein bioavailability data are obtained [used 
to calculate said maintenance dose]. 

17. (AMENDED) The method of claim 16 wherein bioavailability data for said individual 
[is] are determined before administering said maintenance dose. 

New claim 19 has been added. 
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EXHIBIT A 



Webster's II 

New College Dictionary 



Houghton Mifflin Company 
Boston • New York 



Words are included in this Dictionary on the basis of their usage. 
Words that are known to have current trademark registrations are 
shown with an initial capital and are also identified as trademarks. 
No investigation has been made of common-law trademark rights in 
any word, because such investigation is impracticable. The inclusion 
of any word in this Dictionary is not, however, an expression of the 
Publisher's opinion as to whether or not it is subject to proprietary 
rights. Indeed, no definition in this Dictionary is to be regarded as 
affecting the validity of any trademark. 

Copyright © 1999, 1995 by Houghton Mifflin Company/All rights 
reserved. 

No part of this work may be reproduced or transmitted in any form 
or by any means, electronic or mechanical, including photocopying 
and recording, or by any information storage or retrieval system 
without the prior written permission of Houghton Mifflin Company 
unless such copying is expressly permitted by federal copyright law. 
Address inquiries to Reference Permissions, Houghton Mifflin 
Company, 222 Berkeley Street, Boston MA 02116. 

Illustrations azimuthal equidistant projection and sinusoidal 
projection © 1986 by The American Congress on Surveying and 
Mapping. 

ISBN 0-395-96214-5 

Library of Congress Cataloging-in-Publication Data 



Webster's II new college dictionary, 
p. cm. 
ISBN 0-395-70869-9 (alk. paper) 
1. English language — Dictionaries. 
Riverside University dictionary 
PE1628.W55164 1995 
423-dc20 



I. Webster's II new 



95-5833 
CIP 



For information about this and other Houghton Mifflin trade 
and reference books and multimedia products, visit 
The Bookstore at Houghton Mifflin on the World Wide Web at 
http :// www.hmco. com/ trade/. 



Printed in the United States 
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nut made by daguerreotype. - vt. -typed, -typ.ing, -types. To 
make a daguerreotype of. - da. guerre ' ctyp' er n. —da. 
goefre'o.typ'y n. 

^g.wood also Dag* wood (dag' wood') n. [After Dagwood Bum- 
jtead, a character who made such sandwiches in the comic strip 
Bloodie by Murat B. Young (1901-1973).] A multilayered sandwich 
living various fillings. 

dab fda) n. A dash in Morse code. 

fjjhl.ia (dSl'ya, dal'-, dal'-) n. fNLat. Dahlia, genus name, alter 
Anders Dahl (d. 1789).] 1. A plant of the genus Dahlia, indigenous to 
Mexico and Central America, with tuberous roots and usu. large, var- 
iously colored flowers. 2. The flower of a dahlia. 
4**hoon 'ds-hdbn') n. [Ong. unknown.] An evergreen shrub or small 
tree. Ilex cassine of the southeastern United States, having red fruit. 
fafy fda'le) adj. [ME dayly < OE daeglic < dxg. day.] 1. Performed, 
taking place, or appearing every day or weekday <a daily jog> 2. For 
each day <a daily telephone record> 3. Day-to-day : everyday <an 
appliance for daily use> — adv. 1. Every day <Take exercise dailv.> 
t Once a day <Wind your watch daily. > — n. t pi. -lies. A newspaper 
published every day or every weekday. 

£fly double n. A bet won by selecting both winners of two spec- 
ified races on one day, as in horse racing. 

dti.mi*o also dai«my«o (di'me-6', dim'yo') n., pl daimio or 
4D»os also daimyo or *my-os. [I. daimyo : dai, great (< Chin, 
da*} + rnyo. name (■< Chin, ming?).] A hereditary nobleman in Japan's 
feudal period. 

daemon fdi'mon') n. var. of demon 3, 4. 

(UiD-ty fdan'te) adj. -ti.er, -ti«est. [ME deinte. excellent < 
demte. excellence, dignity < OFr. deintie < Lat. dignitas < dignus, 
worthy. j 1. Delicately beautiful : exquisite. 2. Delicious : choice. 3. 
01 refined taste : discriminating. 4. Overfastidious. — n., pi -ties. 
A delicacy. — dain'ti-ly adv. — dain'ti*ness n. 

dd-qui.ri (di'ka-re, daVa-) n.. pi -ris. [After Daiquiri. Cuba.] An 
iod cocktail of rum, lime or lemon juice, and sugar. 

d*ir«y (dar'e) n., pi -ies. [ME daierie < daie. dairymaid < OE 
d*&.} 1. A commercial establishment that processes or sells milk and 
milk products. 2. A place where milk and cream are stored and pro- 
cessed. 3. A dairy farm. 4. The dairy business. 

dairy cattle pin. Cows bred and raised for milk. 

dairy farm n. A farm for producing milk and milk products. 
, dtir»y*mg (dar'e-Ing) n. The business of a dairy. 

dijr*y*maid (dar'e- mad') n. A woman who works in a dairy. 

dainy.man fdar'e-man) n. 1. A dairy manager or owner. 2. A man 
who works in a dairy. 

d*is (da'Is, das) n. [ME deis < OFr., platform < LLat. discus, table, 
-see disk.] A raised platform, as in a lecture hall, for honored guests 
or speakers. 

_ 1: A word history: Dais is a word that was borrowed into English 
v-. JP: lt fast appeared in the 13th century as deis. from Old French 
j : ;4as. indicating a table raised on a platform at which honored guests 
> W seated. Deis was also used of the platform alone. This word died 

: m in England in the 16th century; it survived, however, in Scotland 
wth the meaning "bench." In the late 18th centurv historical writers 
r*S?k W ° rd ' Althou S h the Y used the modem French spelling 

■ t to the appearance of dais probably represents a borrowing from Eng- 

itself rather than from French, because the modern French word 
only "canopy." The French forms deis and dais are ultimately 

ed from Latin discus, which in medieval times meant "table " 
t is thus cognate with' dis£. dish, and desk. 
y»«y (da'ze) n., pi -sies. [ME daisie < OE dsgeseage : dzg, day 
£ fcSP' Cy r ** A plant havin S rfl y ed lowers, esp. a widely naturalized 
F; iBiisian plant, Chrysanthemum leucanthemum. having flowers with 
. Wlow center and white rays. 2. A low-growing European plant, Bel- 

^"£ PCr ^ i I S ' having pink 01 white ra y ed fiower S- 3. The flower of a 
4. Slangy Something excellent or notable, 
i word history; The name daisy, a compound word meaning 
: k ey l r WaS ori Si nail y applied to the European plant Bellisperen- 
f^Lj „ ls cailed in the United States the English daisv. The term 
■iS« CyC - !? es P eciaii y appropriate to this plant because it folds its 
^ l and °P ens them in the morning with the sun, like an 
t "^sleeps and wakes. 

t?ffiSo- 1 ??l U , t ? 011 (da ' kinz ) n - [After Henry Drysdale Dakin 
^•ounds 6 sodium h yP° clliorit e solution used in cleansing 

S^ ,ta (d3 ' ko ' t3 > n » P l Dakota or -tas. 1. A member of any of 

■ Mian^f peoples ' es P- ^ of the eastern branch peoples located in 
* SZ!r i e f stem Nebra ska, and the eastern Dakotas. 2. The Siouan 
, jjjr^J oi the Dakota. -Da.ko'tan adj. ©? n. 

t Tibetan M*™ 3 (da ' li la ' m3) n ' [ Tibetan : Mongolian dalai. ocean + 
^^t iV' monk - ] The tradi ti°nal governmental ruler and high- 
" tt»a!tw m-5 Lamaist religion in Tibet and Mongolia. 
K ' Aa otpt!? 11 fda ]' 3- P 6n ') n - [Blend of di-, alpha, and propionic acid.] 
wganic acid used as a herbicide. 
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da. la* si (da-la 'se) n.. pl. dalasi. [Native word in Gambia.! -See 
table at currency. 

dale (dal) n. [ME < OE dxl] A valley. 

da.leth (daMeth', -let') n. [Heb. ddleth < ddh. door.] The fourth let- 
ter of the Hebrew alphabet. -See table at alphabet. 
dalles fdalz) pin. [Fr., pl. of dalle, gutter < OFr. < ON dsela.) The 
steep precipices forming the sides of a gorge or narrow valley, usu! hav- 
ing rapids at the bottom. 

dal.li.ance (dal'e-ans) n. I. Frivolous action : dawdling. 2. Playful 
flirtation. 

DaJ.lis grass (dal' Is) n. [Prob. alteration of Dallas, Texas.] A South 
American grass, Paspalum dilatatum. grown in the southern United 
States for pasturage. 

daMy (dal'e) v. -Ued, -lying, -Ues. [ME dalien < OFr. dalier.] 
-vi. l. To play amorously : flirt. 2. To trifle. 3. To waste time : 
dawdle, -vt. To waste (time), -dal'li.er n. -dal My. ing. ly 

adv. 

Dal.ma.tian (dil-ma'shan) n. A dog believed to have been bred 
orig in Dalmatia, having a short, smooth white coat covered with 
black or dark-brown spots. 

dal-mat»ic (dal-maVlk) n. [ME dalmatik < Med. Lat. dalmatica < 
lat.dalmaticus. Dalmatian.] 1. A wide-sleeved garment worn over the 
alb by a deacon, cardinal, bishop, or abbot at Mass. 2. A wide-sleeved 
coronation garment worn by an English monarch, 
dal se.gno (dalsan'yo) adv. [Ital, from the sign.] Mus. From a place 
marked by the sign § to a designated point. -Used as a direction to 
repeat a passage. 

dal.ton (ddl'tan) 73. [After John Dalton (1766-1844).] Atomic mass 
unit. 

dal.ton. ism also Dal>ton*ism fddl'ta-nlz'ami n. [After John 
Dalton (1766-1844).] Red-green colorblindness, -dal.to'ni.an 
(dol-to'ne-an), dal.ton 'ic (-ton 'Ik) adj. 

dam 1 (dim) n. [ME.] 1. A barrier built across a waterway to control the 
flow or raise the level of water. 2. A body of water controlled by a dam. 
3. An obstruction : hindrance. — vt. dammed, dam.ming, dams. 

1. To build a dam across or hold back by a dam. 2. To obstruct or 
restrain : confine. 

dam* (dam) n. [ME dam, dame, -see dame.] 1. A female parent. 

— Used of a quadruped. 2. Archaic. A mother, 
dam-age (dam'lj) n. [ME < OFr. < dam, loss < Lat. damnum.] 1. 

Impairment of the usefulness or value of person or property : harm. 2. 
damages. Law. Money to be paid as compensation for injury or loss. 
3. Informal Cost : price. — v. -aged, -ag.ing, -ag.es. — vt. To 
cause injury to : harm. -vi. To suffer or be susceptible to damage. 

— dam ; age*a*ble adj. ~dam'ag«ing*ly adv. 
dam*ar (dam'ar) n. var. of dammar. 

dam-as-cene (dam'a-sen', dam'a-sen'} vt. -cened, -cen-ing, 
-ceues. [OFr. damasquiner < damasquin. of Damascus.] To decorate 
(metal) with wavy inlaid or etched patterns, -dam'as.cene' n. a? 
adj. — dam'a-scen'er n. 

Da*mas«cus steel (da-maVkas) n. An early form of steel with 
wavy markings, developed in Near Eastern countries, esp. Persia, and 
used primarily in sword blades. 

dam.ask (dam 'ask) n. [ME < Med. Lat. [pannus de) damasco, (cloth 
of) Damascus.] 1. A rich patterned fabric of cotton, linen, silk, or wool. 

2. A fine, twilled table linen. 3. Damascus steel. 4. The wavy pattern 
on Damascus steel, -vt. -asked, -ask.ing, -asks. 1. To dama- 
scene. 2. To decorate or weave with rich patterns. 

damask rose n. [<.obs. Damask, Damascan, Damascus.] A rose in- 
digenous to Asia, Rosa damascena, with sweet-smelling red or pink 
flowers used as a source of attar, 
damask steel n. Damascus steel. 

dame (dam) n. [ME < OFr. < Lat. domina. fern, of dominus, lord, 
master.] 1. A title once given to a woman in authority or to the mis- 
tress of a household. 2. A married woman : matron. 3. Slang. A wom- 
an 4. Chiefly Brit. a. Archaic. The legal title of the wife or widow of 
a knight or baronet, b. A title of a woman equivalent to that of a 
knight. 

dame's rocket n. A plant indigenous to Europe, Hesperis matron- 
alis, with fragrant purple or white flower clusters, 
dame's violet n. Dame's rocket. 

da*min*o«zide (da-mln'a-zid') n. [d(imethyl) + amino- + (hy- 
drazine) t -IDE.] A chemical plant growth regulator, C 6 H I2 N 2 0 3 , 
used commercially on apples to retard growth, enhance color, and in- 
crease storage life. 

dam.mar or dam*ar also dam.mer (dam'ar) n. [Malay damar, 
resin.] Any of various hard resins obtained from Indo-Malayan trees of 
the genera Shorea. Balanocarpus. and Hopea and used in varnishes and 
lacquers. 

damn (dam) v. damned, damn.ing, damns. [ME dampnen < OFr. 
dampner < Lat. damnare. to condemn, inflict loss upon < damnum, 
loss.] — vt. 1. To pronounce an adverse judgment on. 2. To bring about 
the failure of : ruin. 3. To condemn as injurious, illegal, or immoral 
<damn drugs and alcohol> 4. To condemn to eternal punishment : 
doom. 5. To swear at by using the word "damn." — vi. To swear : 
curse, —inter). —Used to express anger, irritation, contempt, or dis- 
appointment. — n. 1. The saying of "damn" as a curse. 2. Informal A 



< 



